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AB This invention relates to the identification of an orphan G-protein 

coupled receptor PFI-011 (and variants thereof) as a receptor of adrenic 
acid, and the use of adrenic acid (and analogues or mimetics thereof) as 
modulators for PFI-011. It also relates to screening methods to identify 
agonists and antagonists for this adrenic acid receptor. 



=> s 11 and (mast cell? or basophil?) 
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AB The presence or amount of in vivo inflammation of a patient is 

determined by comparing the extent of opsonin receptor expression in 
vivo on phagocytes of a patient with the maximum opsonin receptor 
expression inducible on phagocytes of the patient in vitro after 
stimulation with a receptor expression priming agent. Preferably, the in 
vivo state of inflammation of a patient is determined by contacting a 
first portion of a phagocyte containing biological sample from the 
patient with a opsonified oxidative metabolism stimulating agent capable 
of elicting metabolic activation and with a chemiluminigenic substrate, 
contacting a second portion of the biological sample from the patient 
with an opsonin receptor expression priming agent, an opsonfield 
oxidative metabolism stimulating agent capable of eliciting metabolic 
activation and a chemiluminigenic substrate, and then comparing the 
chemiluminescence response of the first and second portions of the 
sample as a measure of the immune response potential or state of 
inflammation of the patient. Phagocyte function is additionally 
quantitatively evaluated by measuring the phagocyte oxygenation capacity 
of a maximally opsonin receptor primed and stimulated biological sample 
of a patient, determining the specific oxygenation capacity per 
phagocyte in the sample, and comparing the specific oxygenation capacity 
to a set of controls representing the normal distribution of specific 
oxygenation established from testing a large population. The 
phagocyte-specific oxygenation capacity is determined by contacting the 
sample with an opsonin receptor expression priming agent, an opsonified 
oxidative metabolism stimulating agent and a chemiluminigenic substrate, 
measuring the chemiluminescence response of the sample, determining the 
chemiluminescence response per phagocyte of the sample and comparing the 
response per phagocyte with that of the normal range of values . Kits and 
reagents are provided for use in the practice of the disclosed methods. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A pharmaceutical composition is described as an admixture of a 
pharmacological carrier and a peptide having the formula f- 
Met-Leu-X. X is selected from the group 

consisting of Tyr, Tyr-Phe, Phe-Phe and Phe-Tyr. Also described are 
methods for inhibiting the degranulation of mast cells 
and for treating inflammation in a patient, for example, where the 
inflammation is a result of a disease selected from the group consisting 
of asthma, rheumatoid arthritis and anaphylaxis. In addition, methods 
are described for inhibiting the release of cytokines in a patient, for 
inhibiting the release of histamines in a patient, for inhibiting the 
release leukotrienes in a patient, for reducing adhesion, migration and 
aggregation of lymphocytes, eosinophils and neutrophils to a site of 
inflammation in a patient, for reducing the production of IgE 
antibodies at site of inflammation in a patient, and for inhibiting 
increased vascular permeability at site of inflammation in a patient. 
The methods use the described pharmaceutical composition. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A method for modulating an alpha 6 subunit containing integrin-mediated 

signal transduction is described. The method involves contacting a cell 
with an effective integrin modulating amount of an alpha 6 subunit 
containing integrin-mediated signal transduction pathway modification 
agent. Preferred agents are peptides having the formula f- 
Met-Leu-X, wherein X is selected from the 
group consisting of Tyr, Tyr-Phe, Phe-Phe and Phe-Tyr. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Methods for treating allergies, cutaneous inflammation, arthritis, 

chronic obstruction pulmonary disease and treating chronic inflammatory 
bowel disease are described. Also described is a method for inhibiting 
the infiltration of eosinophils into airways of a patient, a method for 
inhibiting the mucous release into airways of a patient, a method for 
blocking IgE activation of a lymphocyte, a method for 

stabilizing the cell membrane of a lymphocyte, thereby preventing their 
further involvement in the increased inflammatory response to an 
IgE antigen challenge, and a method for inhibiting the migration 
of T-cells. Such methods involve administering to said patient a 
therapeutically effective amount of a peptide having the formula 
f-Met-Leu-X, wherein X is selected 

from the group consisting of Tyr, Tyr-Phe, Phe-Phe and Phe-Tyr. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A pharmaceutical composition is described as an admixture of a 
pharmacological carrier and a peptide having the formula f- 
Met-Leu-X. X is selected from the group 

consisting of Tyr, Tyr-Phe, Phe-Phe and Phe-Tyr. Also described are 
methods for inhibiting the degranulation of mast cells 
and for treating inflammation in a patient, for example, where the 
inflammation is a result of a disease selected from the group consisting 
of asthma, rheumatoid arthritis and anaphylaxis. In addition, methods 
are described for inhibiting the release of cytokines in a patient, for 
inhibiting the release of histamines in a patient, for inhibiting the 
release leukotrienes in a patient, for reducing adhesion, migration and 
aggregation of lymphocytes, eosinophils and neutrophils to a site of 
inflammation in a patient, for reducing the production of IgE 
antibodies at site of inflammation in a patient, and for inhibiting 
increased vascular permeability at site of inflammation in a patient. 
The methods use the described pharmaceutical composition. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Methods for treating allergies, cutaneous inflammation, arthritis, 

chronic obstruction pulmonary disease and treating chronic inflammatory 
bowel disease are described. Also described is a method for inhibiting 
the infiltration of eosinophils into airways of a patient, a method for 
inhibiting the mucous release into airways of a patient, a method for 
blocking IgE activation of a lymphocyte, a method for 

stabilizing the cell membrane of a lymphocyte; thereby preventing their 
further involvement in the increased inflammatory response to an 
IgE antigen challenge, and a method for inhibiting the migration 
of T-cells. Such methods involve administering to said patient a 
therapeutically effective amount of a peptide having the formula 
f-Met-Leu-X, wherein X is selected 

from the group consisting of Tyr, Tyr-Phe, Phe-Phe and Phe-Tyr. 
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AB Methods for treating allergies, cutaneous inflammation, arthritis, chronic 
obstruction pulmonary disease and treating chronic inflammatory bowel 
disease are described. Also described is a method for inhibiting the 
infiltration of eosinophils into airways of a patient, a method for 
inhibiting the mucous release into airways of a patient, a method for 
blocking IgE activation of a lymphocyte, a method for 

stabilizing the cell membrane of a lymphocyte, thereby preventing their 
further involvement in the increased inflammatory response to an 
IgE antigen challenge, and a method for inhibiting the migration 
of T-cells. These methods involve administering to the patient a 
therapeutically effective amt . of a peptide having the formula f 
-Met-Leu-X, (X = Tyr, Tyr-Phe, Phe-Phe, 
Phe-Tyr) . 
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AB A pharmaceutical compn. is described as an admixt . of a Pharmacol, carrier 
and a peptide having the formula f-Met-Leu- 

X (X = Tyr, Tyr-Phe, Phe-Phe and Phe-Tyr) . Also described are 
methods for inhibiting the degranulation of mast cells 
and for treating inflammation in a patient, for example, where the 
inflammation is a result of a disease selected from the group consisting 
of asthma, rheumatoid arthritis and anaphylaxis. In addn., methods are 
described for inhibiting the release of cytokines in a patient, for 
inhibiting the release of histamines in, a patient, for inhibiting the 
release leukotrienes in a patient, for reducing adhesion, migration and 
aggregation of lymphocytes, eosinophils and neutrophils to a site of 
inflammation in a patient, for reducing the prodn. of IgE 



antibodies at site of inflammation in a patient, and for inhibiting 
increased vascular permeability at site of inflammation in a patient. The 
methods use the described pharmaceutical compn. 
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AB A pharmaceutical composition is described as an admixture of a 

pharmacological carrier and a peptide having the formula f- 

Met-Leu-X. X is selected from the group 

consisting of Tyr, Tyr-Phe, Phe-Phe and Phe-Tyr. Also described are 
methods for inhibiting the degranulation of mast cells 
and for treating inflammation in a patient, for example, where the 
inflammation is a result of a disease selected from the group consisting 
of asthma, rheumatoid arthritis and anaphylaxis. In addition, methods are 
described for inhibiting the release of cytokines in a patient, for 
inhibiting the release of histamines in a patient, for inhibiting the 
release leukotrienes in a patient, for reducing adhesion, migration and 
aggregation of lymphocytes, eosinophils and neutrophils to a site of 
inflammation in a patient, for reducing the production of IgE 
antibodies at site of inflammation in a patient, and for inhibiting 
increased vascular permeability at site of inflammation in a patient. The 
methods use the described pharmaceutical composition. 
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AB Methods for treating allergies, cutaneous inflammation, arthritis, chronic 
obstruction pulmonary disease and treating chronic inflammatory bowel 
disease are described. Also described is a method for inhibiting the 
infiltration of eosinophils into airways of a patient, a method for 
inhibiting the mucous release into airways of a patient, a method for 
blocking IgE activation of a lymphocyte, a method for 

stabilizing the cell membrane of a lymphocyte; thereby preventing their 
further involvement in the increased inflammatory response to an 
IgE antigen challenge, and a method for inhibiting the migration 
of T-cells. Such methods involve administering to said patient a 



therapeutically effective amount of a peptide having the formula f 

-Met-Leu-X, wherein X is selected from the 

group consisting of Tyr, Tyr-Phe, Phe-Phe and Phe-Tyr. 
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AB A pharmaceutical composition is described as an admixture of a 
pharmacological carrier and a peptide having the formula f- 
Met-Leu-X. X is selected from the group 

consisting of Tyr, Tyr-Phe, Phe-Phe and Phe-Tyr. Also described are 
methods for inhibiting the degranulation of mast cells 
and for treating inflammation in a patient, for example, where the 
inflammation is a result of a disease selected from the group consisting 
of asthma, rheumatoid arthritis and anaphylaxis. In addition, methods 
are described for inhibiting the release of cytokines in a patient, for 
inhibiting the release of histamines in a patient, for inhibiting the 
release leukotrienes in a patient, for reducing adhesion, migration and 
aggregation of lymphocytes, eosinophils and neutrophils to a site of 
inflammation in a patient, for reducing the production of IgE 
antibodies at site of inflammation in a patient, and for inhibiting 
increased vascular permeability at site of inflammation in a patient. 
The methods use the described pharmaceutical composition. 
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AB A method for modulating an alpha 6 subunit containing integrin-mediated 

signal transduction is described. The method involves contacting a cell 
with an effective integrin modulating amount of an alpha 6 subunit 
containing integrin-mediated signal transduction pathway modification 
agent. Preferred agents are peptides having the formula f- 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Methods for treating allergies, cutaneous inflammation, arthritis, 

chronic obstruction pulmonary disease and treating chronic inflammatory 
bowel disease are described. Also described is a method for inhibiting 
the infiltration of eosinophils into airways of a patient, a method for 
inhibiting the mucous release into airways of a patient, a method for 
blocking IgE activation of a lymphocyte, a method for 

stabilizing the cell membrane of a lymphocyte, thereby preventing their 
further involvement in the increased inflammatory response to an 
IgE antigen challenge, and a method for inhibiting the migration 
of T-cells. Such methods involve administering to said patient a 
therapeutically effective amount of a peptide having the formula 
f-Met-Leu-X, wherein X is selected 

from the group consisting of Tyr, Tyr-Phe, Phe-Phe and Phe-Tyr. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A pharmaceutical composition is described as an admixture of a 
pharmacological carrier and a peptide having the formula f- 
Met-Leu-X. X is selected from the group 

consisting of Tyr, Tyr-Phe, Phe-Phe and Phe-Tyr. Also described are 
methods for inhibiting the degranulation of mast cells 
and for treating inflammation in a patient, for example, where the 
inflammation is a result of a disease selected from the group consisting 
of asthma, rheumatoid arthritis and anaphylaxis. In addition, methods 
are described for inhibiting the release of cytokines in a patient, for 



inhibiting the release of histamines in a patient, for inhibiting the 
release leukotrienes in a patient, for reducing adhesion, migration and 
aggregation of lymphocytes, eosinophils and neutrophils to a site of 
inflammation in a patient, for reducing the production of IgE 
antibodies at site of inflammation in a patient, and for inhibiting 
increased vascular permeability at site of inflammation in a patient. 
The methods use the described pharmaceutical composition. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Methods for treating allergies, cutaneous inflammation, arthritis, 

chronic obstruction pulmonary disease and treating chronic inflammatory 
bowel disease are described. Also described is a method for inhibiting 
the infiltration of eosinophils into airways of a patient, a method for 
inhibiting the mucous release into airways of a patient, a method for 
blocking IgE activation of a lymphocyte, a method for 

stabilizing the cell membrane of a lymphocyte; thereby preventing their 
further involvement in the increased inflammatory response to an 
IgE antigen challenge, and a method for inhibiting the migration 
of T-cells. Such methods involve administering to said patient a 
therapeutically effective amount of a peptide having the formula 
f-Met-Leu-X, wherein X is selected 

from the group consisting of Tyr, Tyr-Phe, Phe-Phe and Phe-Tyr. 
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chronic obstruction pulmonary disease by co-administering a short peptide 
with anti- leukotrienes, beta2 agonists and corticosteroids. 
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2001-707005 20010604; CN 1341026 A CN 1998-814393 19981203, WO 
1998-US25583 19981203; JP 2003504304 W WO 1998-US25583 19981203, JP 
2000-584908 19981203 
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BR 9816097 A Based on WO 2000032217; JP 2003504304 W Based on WO 
2000032217 

PRAI WO 1998-US25583 19981203 

AB WO 200032217 A UPAB : 20000725 

NOVELTY - Methods (M) (designated (Ml) - (M5) ) for treating allergies, 
inflammation (especially of the bowel) , arthritis and chronic obstruction 
pulmonary disease by co- administering a short N-formyl 
-methionyl-leucyl peptide (I) with anti-leukotrienes , 
beta 2 agonists and corticosteroids, are new. 

DETAILED DESCRIPTION - Methods (M) of treating (in mammals) suffering 
from either: 

(1) allergic reactions (Ml) ; 

(2) cutaneous inflammation (M2) ; 

(3) arthritis (such as osteoarthritis, psoriatic arthritis, lupus and 
spondylarthritis) (M3) ; 

(4) chronic obstruction pulmonary disease (M4) ; and/or 

(5) chronic inflammatory bowel disease (M5) ; 
(M) comprises administering the peptide (I) . 
INDEPENDENT CLAIMS are also included for the following: 

(a) a method (M6) for inhibiting the infiltration of eosinophils into 
the airways of a patient, comprising administering (I); 

(b) a method (M7) for inhibiting mucous release into the airways of a 
patient comprising administering (I) ; 

(c) a method (M8) for blocking immunoglobulin (Ig)-E activation of a 
lymphocyte, comprising administering (I) ; 

(d) a method (M9) for stabilizing the cell membrane of a lymphocyte 
to prevent further involvement in increased inflammatory responses to 
IgE antigen challenges, comprising contacting the lymphocyte with 

(I) ; and 

(e) a method (M10) for inhibiting the migration of T-cells, 
comprising contacting the T-cells with (I) . 

f-Met-Leu-X (I) 

X = Tyr, Tyr-Phe, Phe-Phe and/ or Phe-Tyr. 

ACTIVITY - Immunosuppressive; immunomodulatory; antiallergic; 
cardiovascular; dermatological ; anti -psoriatic ; antiinflammatory; 
vulnerary; antiarthritic ; pulmonary; gastrointestinal . 

MECHANISM OF ACTION - (I) functions by, either: 

(i) inhibiting the infiltration of eosinophils into the airways of a 
patient; 

(ii) inhibiting mucous release into the airways of a patient; 

(iii) blocking immunoglobulin (Ig) -E activation of lymphocytes; 

(iv) stabilizing the cell membranes of lymphocytes to prevent further 
involvement in increased inflammatory responses to IgE antigen 
challenges; and/or 

(v) inhibiting the migration of T-cells (claimed) . 

(I) acts in the same way as corticosteroids and causes inhibition of 
mast cell degranulation. 

Several f-Met-Leu peptides were tested 
for inhibition of induced granulation in a rat skin model using 100 
nanomoles of peptide and a test dose of 15 micrograms of compound 48/80. 
An intrinsic zero-peptide dose 48/80 control was included in each rat for 
each experiment, and the percentage inhibition was determined in relation 
to this control (i.e. 0% inhibition). The percentage mast 
cell degranulation produced by 48/80 was also determined. 

The peptides f -Met-Leu-Phe-Phe and 
f-Met-Leu-Tyr were found to cause 100% and 50% 
inhibition, respectively. 



USE - (Ml) is used to treat allergy reactions associated with 
allergic rhinitis, uticaria, anaphylaxis, drug sensitivity and/or food 
sensitivity. (M2) is used to treat cutaneous inflammations such as 
dermatitis, eczema, psoriasis, contact dermatitis, sunburn and/or aging 
(claimed) . (M3) is used to treat arthritis (such as osteoarthritis, 
psoriatic arthritis, lupus and spondylarthritis) . (M4) is used to treat 
chronic obstruction pulmonary disease and (M5) is used to treat chronic 
inflammatory bowel disease (claimed) . 

(I) may also be used to replace corticosteroids in any application in 
which corticosteroids are used (e.g. immunosuppression in transplant 
patients and cancer therapy) . 
Dwg. 0/14 
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6391856 Bl Provisional US 1997-65336P 19971113, US 1998-190043 19981110; 
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NOVELTY - Composition contains a peptide (I) that has an N- terminal 

formyl -methionine residue. 

DETAILED DESCRIPTION - (I) are of formula f-Met- 

Leu-X 

f-Met = formyl -methionine; 

X = Tyr, Tyr-Phe, Phe-Phe or Phe-Tyr. 

ACTIVITY - Ant i -asthmatic; anti -inflammatory. Mice were sensitized 
(on day 0) by intraperitoneal injection of ovalbumin (OVA), then 
challenged (on days 25, 26 and 27) intranasally with OVA, 30 minutes after 



intraperitoneal injection of 5 or 10 mg/kg of peptide f- 
Met-Leu-Phe-Phe (la) . On day 28, bronchoalveolar lavage 

samples were taken and analyzed for content of eosinophils. The proportion 
of these cells in the airways was 14.2% in animals treated with (la); 
compared with 44.8% in those given no treatment and 15.8% in those treated 
with 35 mg/kg of the known lipoxygenase inhibitor N- (1-benzo (b) thien-2 - 
ylethyl) -N- hydroxyurea . 

MECHANISM OF ACTION - (I) inhibit mast cell 
degranulation, and thus release of pro -inflammatory mediators. Rats were 
injected: 

(i) into the tail vein with trypan blue, and 

(ii) intradermally, on the back, with 0 . 1 ml of a solution containing 
0.15 mu g compound 48/80 (not identified; an inducer of mast 

cell degranulation) and 100 nmoles of (la) . 

After 15 minutes, the animals were killed and an image of the skin 
from the back digitized with a video camera/computer system to determine 
the area of capillary permeability (from uptake of the dye) . (Ia) provided 
100% inhibition of 48/80-induced degranulation; compared with only 30% 
inhibition using the known compound f-Met-Leu 
-Phe. 

USE - (I) are used: 

(i) to inhibit degxamilatlon of mast cells and 
release of cytokines, histamine or leukotrienes ; 

(ii) to reduce adhesion, migration and aggregation of lymphocytes, 
eosinophils and neutrophils to a site of inflammation; 

(iii) to reduce production, or crosslinking, of 
immunoglobulin E at such sites, and 

(iv) to increase vascular permeability at these sites. 
Specifically (I) are used to treat asthma or inflammation 

(particularly rheumatoid arthritis and anaphylaxis) . 

ADVANTAGE - (I) are not chemotactic for lymphocytes, eosinophils or 
neutrophils and have no toxic effects on heart, liver, lung. 
Dwg. 0/7 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention relates to therapeutic applications of LNA-modified 

oligonucleotides. In particular, the invention provides methods for 
treatment of undesired cell growth as well as treatment of inflammatory 
related diseases and disorders. Preferably, administration of an 
LNA-modified oligonucleotide modulates expression of a targeted gene 
associated with the undesired cell growth or an inflammatory related 



disease or disorder. 



=> s (IgE (w) receptor? or FcRI or FcRII or soluble (w) FcRII) 

L17 7353 (IGE(W) RECEPTOR? OR FCRI OR FCRII OR SOLUBLE (W) FCRII) 

=> s 115 and 117 

L18 0 L15 AND L17 

=> s 13 and 117 

L19 0 L3 AND L17 

=> s 11 and 117 

L20 0 LI AND L17 

=> s 117 and (IgE mediated response) 

L21 2 0 L17 AND (IGE MEDIATED RESPONSE) 

=> s 121 and 13 

L22 0 L21 AND L3 



L23 0 L21 AND LI 

=> s 121 and 111 

L24 0 L21 AND Lll 

=> s 121 and (N-formyl-methionyl-leucyl or F-Met-Leu) 

L25 1 L21 AND (N- FORMYL-METHIONYL-LEUCYL OR F-MET-LEU) 

=> d 125 bib ab 

L25 ANSWER 1 OF 1 WPIDS COPYRIGHT 2 004 THOMSON DERWENT on STN 
AN 2001-191301 [19] WPIDS 
DNC C2001-057259 
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response such as acute or chronic asthma comprises administering a 
down- regulating peptide. 
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NOVELTY - A method for treating an indication resulting from an 

IgE-mediated response in a mammal comprises 

administering to the mammal an IgE downregulating effective amount of a 
peptide of formula (I) . 

DETAILED DESCRIPTION - A method for treating an indication resulting 
from an IgE-mediated response in a mammal 

comprises administering to the mammal an IgE downregulating effective 
amount of a peptide of formula N-formyl- 
methionyl-leucyl-X (I) . 

X = Tyr , Tyr-Phe, Phe-Phe and Phe-Tyr 

INDEPENDENT CLAIMS are also included for: 

(1) downregulating a receptor for IgE comprising administering an 
IgE receptor downregulating amount of (I) ; 

(2) downregulating CD40 ligand, preventing its further involvement in 
IgE production, comprising administering a CD4 0 ligand downregulating 
amount of (I) ; and 

(3) inhibiting IgE secretion by plasma cells comprising contacting 
the plasma cells with an IgE secretion inhibiting effective amount of (I) . 

ACTIVITY - Antiasthmatic; antiallergic; immunosuppressive; 
antiinflammatory; antihistamine . 

To establish therapeutic effectiveness of N-formyl 
-methionyl-leucyl- Phe-Phe (HK-X) during the effector 
phase of bronchial asthma at days 25, 26 and 27 induced by repeated 
immunization with ovalbumin (OVA) used as a model allergen, doses of 0.1, 
1.0, 10 and 50 micro g of intranasal HK-X were administered to acute 
asthmatic mice. HK-X was administered 30 min before OVA challenge. 
Control groups consisted of OVA- immunized and OVA- challenged mice as well 
as animals immunized with Alum in saline and challenged with saline alone. 
All animals were sacrificed one day after (day 28) the final OVA 
challenge. Serum IgE levels were determined and serum and lung tissues 
were collected for further analysis. The most effective dose was 10 micro 
g administered intranasally compared to lower doses and a higher dose, 50 
micro g. Compared to controls, animals treated with 10 micro g of HK-X 
demonstrated a 60% reduction in serum IgE levels, 50% reduction in 
cellular infiltration of the lung, 70% reduction in mucus plug formation 
and 67% reduction in eosinophil number. 

MECHANISM OF ACTION - IgE- inhibitor . 

USE - (I) is used to treat indications resulting from an IgE 
-mediated response (claimed) e.g. allergic diseases 
such as asthma. Also useful for downregulating IgE 
receptors, downregulating CD40 ligand and inhibiting IgE secretion 
by plasma cells (all claimed) . (I) is useful for decreasing or preventing 
release of leukotrienes , histamines and other cytokines and preventing 
chemotaxis of lymphocytes, esonophils and neutrophils reducing vascular 
permeability at the inflammation site. 

ADVANTAGE - Treats IgE-mediated conditions by modulating IgE levels 
therefore allowing treatment of a variety of conditions. Prior art 
techniques focused on treating downstream events caused by IgE meaning 
different techniques for each condition. No toxicity to vital organs such 
as heart, liver and lungs is displayed. 
Dwg.0/17 
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NOVELTY - A method for treating an indication resulting from an 

IgE-mediated response in a mammal comprises 

administering to the mammal an IgE downregulating effective 

amount of a peptide of formula (I) . 

DETAILED DESCRIPTION - A method for treating an indication resulting 

from an IgE-mediated response in a mammal 

comprises administering to the mammal an IgE downregulating 

effective amount of a peptide of formula N-f ormyl-methionyl-leucyl-X (I) . 

X = Tyr, Tyr-Phe, Phe-Phe and Phe-Tyr 

INDEPENDENT CLAIMS are also included for: 

(1) downregulating a receptor for IgE comprising 
administering an IgE receptor downregulating 

amount of (I) ; 

(2) downregulating CD40 ligand, preventing its further 
involvement in IgE production, comprising administering a CD40 ligand 
downregulating amount of (I) ; and 

(3) inhibiting IgE secretion by plasma 
cells comprising contacting the plasma cells 

with an IgE secretion inhibiting effective amount of (I) . 

ACTIVITY - Antiasthmatic; antiallergic; immunosuppressive; 
antiinflammatory; antihistamine . 

To establish therapeutic effectiveness of N-f ormyl-methionyl-leucyl- 
Phe-Phe (HK-X) during the effector phase of bronchial asthma at days 25, 
26 and 27 induced by repeated immunization with ovalbumin (OVA) used as a 
model allergen, doses of 0.1, 1.0, 10 and 50 micro g of intranasal HK-X 
were administered to acute asthmatic mice. HK-X was administered 3 0 min 
before OVA challenge. Control groups consisted of OVA-immunized and 
OVA-challenged mice as well as animals immunized with Alum in saline and 
challenged with saline alone. All animals were sacrificed one day after 
(day 28) the final OVA challenge. Serum IgE levels were determined and 
serum and lung tissues were collected for further analysis. The most 
effective dose was 10 micro g administered intranasally compared to lower 
doses and a higher dose, 50 micro g. Compared to controls, animals 
treated with 10 micro g of HK-X demonstrated a 60% reduction in serum IgE 
levels, 50% reduction in cellular infiltration of the lung, 70% reduction 
in mucus plug formation and 67% reduction in eosinophil number. 

MECHANISM OF ACTION - IgE- inhibitor . 

USE - (I) is used to treat indications resulting from an IgE 
-mediated response (claimed) e.g. allergic diseases 
such as asthma. Also useful for downregulating IgE 
receptors, downregulating CD4 0 ligand and 
inhibiting IgE secretion by plasma 

cells (all claimed) . (I) is useful for decreasing or preventing 
release of leukotrienes , histamines and other cytokines and preventing 
chemotaxis of lymphocytes, esonophils and neutrophils reducing vascular 
permeability at the inflammation site. 

ADVANTAGE - Treats IgE-mediated conditions by modulating IgE levels 
therefore allowing treatment of a variety of conditions. Prior art 
techniques focused on treating downstream events caused by IgE meaning 
different techniques for each condition. No toxicity to vital organs such 
as heart, liver and lungs is displayed. 
Dwg.0/17 
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NOVELTY - A method for treating an indication resulting from an 

IgE -mediated response in a mammal comprises 

administering to the mammal an IgE downregulating effective 

amount of a peptide of formula (I) . 

DETAILED DESCRIPTION - A method for treating an indication resulting 

from an IgE-mediated response in a mammal 

comprises administering to the mammal an IgE downregulating 
effective amount of a peptide of formula N-f ormyl-methionyl-leucyl-X (I) . 
X = Tyr, Tyr-Phe, Phe-Phe and Phe-Tyr 

INDEPENDENT CLAIMS are also included for: 

(1) downregulating a receptor for IgE comprising 



administering an IgE receptor downregulating 

amount of (I) ; 

(2) downregulating CD40 ligand, 

preventing its further involvement in IgE production, comprising 
administering a CD40 ligand downregulating 
amount of (I) ; and 

(3) inhibiting IgE secretion by plasma 
cells comprising contacting the plasma cells 

with an IgE secretion inhibiting effective amount of (I) . 

ACTIVITY - Antiasthmatic; antiallergic; immunosuppressive; 
antiinflammatory; antihistamine . 

To establish therapeutic effectiveness of N-f ormyl-methionyl-leucyl- 
Phe-Phe (HK-X) during the effector phase of bronchial asthma at days 25, 
26 and 27 induced by repeated immunization with ovalbumin (OVA) used as a 
model allergen, doses of 0.1, 1.0, 10 and 50 micro g of intranasal HK-X 
were administered to acute asthmatic mice. HK-X was administered 30 min 
before OVA challenge. Control groups consisted of OVA- immunized and 
OVA-challenged mice as well as animals immunized with Alum in saline and 
challenged with saline alone. All animals were sacrificed one day after 
(day 28) the final OVA challenge. Serum IgE levels were determined and 
serum and lung tissues were collected for further analysis. The most 
effective dose was 10 micro g administered intranasaily compared to lower 
doses and a higher dose, 50 micro g. Compared to controls, animals 
treated with 10 micro g of HK-X demonstrated a 60% reduction in serum IgE 
levels, 50% reduction in cellular infiltration of the lung, 70% reduction 
in mucus plug formation and 67% reduction in eosinophil number. 

MECHANISM OF ACTION - IgE- inhibitor . 

USE - (I) is used to treat indications resulting from an IgE 
-mediated response (claimed) e.g. allergic diseases 
such as asthma. Also useful for downregulating IgE 
receptors, downregulating CD40 ligand 
and inhibiting IgE secretion by plasma 

cells (all claimed) . (I) is useful for decreasing or preventing 
release of leukotrienes , histamines and other cytokines and preventing 
chemotaxis of lymphocytes, esonophils and neutrophils reducing vascular 
permeability at the inflammation site. 

ADVANTAGE - Treats IgE-mediated conditions by modulating IgE levels 
therefore allowing treatment of a variety of conditions. Prior art 
techniques focused on treating downstream events caused by IgE meaning 
different techniques for each condition. No toxicity to vital organs such 
as heart, liver and lungs is displayed. 
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